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Patients with CriglerNajjar syndrome type I inherit an autosomal recessive trait for un-
conjugated hyperbilirubinemia, which is characterized by a complete absence of bilirubin
UDP-glucuronosyltransferase ( UDPGT ) activity. cDNAs encoding two human bilirubin
UDPGT isoforms (Brl and Br2) were identified. Brl is constitutively expressed in hep-
atocytes, but Br2 is expressed by the induction of phenobarbital. Both cDNAs have a
common region corresponding to exons 2-5 of a gene (Gnt -1) which encodes a family of
UDPGT isoenzymes. Exon 1 is unique to each UDPGT. No base change was detected in
the common exons and intron-exon boundaries m our patient. However, the exon 1 of Brl
in the patient has a single nucleotide substitution of C to A at base position 855, and the
substitution resulted in stop codon, suggesting the synthesis of an inactive truncated protein
missing C-terminal 253 amino acid residues. No base change was detected in the exon 1 of
Br2. These results suggest that besides the mutation of the exon 1 of Brl, the patient has
an additional defect in the region regulating the expression of Br2 0r a gene encoding a


































は室温で行った。血液に3倍量の0.137M NaCl, 5mM KCl, 7mM MgCl2・6H20の溶液を加え、











更して行った。 2ユニットのAmpliTaq DNA合成酵素(Perkin-Elmer Cetus, Connecticut)、 1.5
pgのDNA、 50mM KCl、 2.5mM MgCl2、 0.2mg/mゼゼラチン, 1JJMのプライマー,それぞれ0.2mM
のATP, GTP, TTP, CTPを含むO.lmflの50mMトリス塩酸緩衝液(pH 8.3)中でPCRを行った。
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BIEIA S'-AGG AGC AAA GGC GCC-31
BIEIB S'-GCT TGC TCA GCA TAT ATC TGG G-31
B2EIA　　5'-AGでCAG CTG TCG GTG GCT TC℡ G-31
B2EIB I-CAT TGA TTG GA℡　GAA GGC ACC A-31
BE24人　　5蝣-CTC　℡AT CTC AAA CAC GCA TGC C-3I
BE24B　　5'-TTT T.AT CAT GAA TGC CAT GAC C-31
BE5A　　5'-GAG GAで TGT TCA TAC ChC AGG-3'






BIEll I-CTA TTT CAT GTC CCC ℡cr gc-3l
BIE12　　5'-GTC TTT TGT TAG TCT CGG GC-31
BIE13　　5'-TTG　℡TG TGC ACT AAG TGG GA-3'
BIE14　　5'-CCA TTC TCC TAC GTG CCC　九G-31
BIE15　　5'-AAG GGT TGC ATA CGG GGA A℡A-3I
B2Ell S'-ACC ACC AAC ACC TでT CCA CT-3'
B2E12　　S'-TT,入CGC TGG GCT ACh CTC AAG-3'






???????? CGA CCA ATT CAG ACC ACA TG-3'
ACT GAC ACC TCT CTC TGA AA-31
l-CAT CCG TG℡　GGC TGT TCC GA-3
-GGA AGC TGG AAG TCT GGG-3'
-CTA GでT　入GT A℡A GCA GAT-3I
BE243　　S'-GCT GTG CTT A九G CCA TTT-31
BE244　　　LcAG CTG TG入　AAC TCA GAG-31
BE51　　　LTGC TGh CAG TGG CCT TCA TC-31
????????????????????
F, sense primer; R. antisense primer.
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N orm al Pati erl Mother Fath er









Phe VaI Gly Qly lle Asn Cys Leu　卜1'LS
▼
Mutant TTT.GTT.GGT.QQA.ATC,久AC.TG A.CT1㌧CAC
Phe Vat Gly Gly IIe Asn stop
図3　ビリルビンUDP-ダルクロン酸転移酵素遺伝子　Brl　のエキソン1の塩基配列
Crigler-Najjar症候群の患者とその両親、及び対照として血縁関係のない男性のDNAからエキソンを
pcRで増幅した　855番目の塩基がC (△)からA (▲)へ置換しており、この突然変異により停
止コドンが生じた。患児はホモ接合体で、両親は-テロ接合体であった。塩基の番号はRitterらの報告
(6)にもとづいて決定した。
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